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MaoepereHMe oTHocmcn k 

XV1MMKO-<t)apMai4eBTMMeCKDMy npOM3BOACTBy. 

JleKapoTBeHHbiii npenapar - HarpneByio cojib 
5-aMMHO-2,3-AMnvipo4)Tana3MH-1 ,4-avioh 
nojiynaioT m3 3-HMTpo0TajieBoro aHrnflpuqa 
nyreu ocyu^ecTHneHMfl i^enoHKM 
nocneAOBarenbHoro BbtqeneHMn 
npoMe>KyTOMHbix npoAyiaoB: 



5-HMTpo-2.3-AVi™APO<}>Tajia3MHa-1 ,4-AMOHa, a 
sareM 

5-aMMHO-2,3-AMniApoct)Ta/ia3MHa-1.4-AMOHa. 

BSaHMOAPi^CTBMeM KOTOporO C mApOOKCMAOM 

HaipHfl nojiyMaioT ^e^eBO^^ npoflyia. 
npeppcmemM cnocx>6 oSecneHMBaer 
nonyMeHMO npoAyxi'a. oSnaAaiou^ero 6Qnee 
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(54) METHOD OF DRUG PRODUCING 

(57) Abstract: 

FIELD: organic chemistiy, ohemioal- 
-pharmaceutical industry. SUBSTANCE: 
invention relates to the drug that is 
5-amlno-2,3-dihydrophthalazine-1,4-dlone 
sodium salt obtained from 3-nltrophthalio 
anhydride by the successive Isolation of 



Intermediate compounds: at first, 
5-nltro-2,3- -dlhydrophthalazine-1 ,4-dione 
and then, 5-amlno-2.3-dlhydro- 

-phthalazine-1 ,4-dione. After Interaction of 
the latter compound with sodium hydroxide 
the end substance is obtained. EFFECT: high 
pharmacological activity of drug. 1 ex 
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H3o6peTeHMe othocmtca k Me/im^uHe, a 

MMeHHO K npOMSBOACTBy 

XMMMKO-ctJapMaL^eBTMHecKMX npenapaioB. 

MBBecTeH cnoco6 nonyneHun 
/leKapcTseHHora npenapara ranasnT, 
BKnK3MaK5LHM(^ nonyHeHMe 
S-aiMUHocfiTajirMApaanAa, KOTopbiC^ noflBepraioT 
peaKL^nM MOJieKyjinpHoR neperpynnnpoBKH c 
nocjieflyioinMM BOSAeMCTBneM ruApooKCHAa 
Harpua M BbifleneHneM L^enesoro npoAyicra 
2-aMMHo-1 ,2,3,4-TeTparMflpo4)Tana3i4H-1 ,4-flMOH 
HaTpneBasi co/ib AurnApara (om., HanpuMep, 
nareHT P<J) N 2138264 c npnopnTeiOM OT 
06.05.99, MHK A 61 K 31/50, C 07 D 237/32, 
6ion. N 27 or 27.09.99). 

RpeAnaraeMbiPi cnoco6 nosBOJifieT nosbicnTb 

BblXOA npOAVKTa M yMeHbUUMTb OTXOAbI 

npoMSBOflOTBa, oAHaKo era ncno/ibsoBaHne 
orpsHMMeHO nonyMeHnew yKaaaHHoro 
npenapara. 

HanSonee 6;ih3khm aHanoroM-npoTOTunoM 
SBJiseTCfl cnoco5 nojiyMeHMfl 
5-aMMHO-2,3-flM rnApo45Tana3 m HAMOHa- 1 ,4 
(jiioMMHOJia) (CM., HanpuMep, asTopcKoe 
CBHASTeJibCTBO CCCP N 1 30903 c npnopnTeroM 
OT 21.11.59, 6ion. N 16 aa 1960), BKniOMaioLL(M« 

BOCCTaHOBJieHUe 3-HHTpOC})TajieBOt^ KMCnOTbl B 

BOAHoPi cpeAe ruflpasnHrnApaTOM b 
npucyTCTBUM cKejieTHoro HHKe/ieBoro 
KarannsaTopa c nocneAytou^KiM ynapMBaHkieM 
pacTBopa M ero HarpesaHneM npn leMneparype 
120''C B npucyTCTBMM ruApasMHrnflpaTa m 
yKcycHoR KMcnoTbi. 

MsBecTHbiR cnocxje noaeonneT noJiyHarb 
LteneaoCj nponyia b bi^as nopoiuKa opaHxeBoro 
L^Bera, o6jiaAaioii4ero xopoiuMMM 

jiioMMHecueHTHbiMM CBoncTBaMH, OAHaKO ero 
npuMeHeHne b lOMeoTBe jieKapcTBeHHoro 
npenapara He9ct>(t>eKrMBH0. 

CyiAHocTb M3o6peTeHMn coctomt b tom, hto 
B cnocoSe nojiyHeHun HarpneBofi cojim 
5-aMMHO-2,3-AMrMApo4)TanM3MH-1.4-flMOHa, 
BKnioHaioii^eM BoccraHOBneHkie npoAyicra 
ruflpaaMHrnflpaTOM b npvic^cTBm OKeneTHoro 
HMKejiesoro KarajinaaTopa, sHaMane 
BsanMOfleMCTBueM 3-HMTpoc}3TajieBoro 
aHTOApMA^ c TkiApasHHmApaTOM b yKcycHo(4 
KMcnore npM Tewneparype 90 - laCC nonynaiOT 
5-HMTpo-2,3-AMTOAPo(})Tana3MH-1 .4-flMOH, noane 
BOCOTaHoaneHMfl Koropona ruAPaanHrnApaTOM b 
BOAHO-menoMHoH opefle b npucyrcTBun 
OKsneTHoro HMKejieBoro Kara/inaaTopa 
BbiAeJiJiioT 

5-aMMHo-2,3-flMrMApocf)Tajia3MH-1,4-AMOH, 
KOTopbit^ sareM o6pa6aTbiBaioT npn 
TBMnepaType 20 - 80°C c ruAPOKCHAOM Haipufi 
c Ao6aBJieHMeM Huaujera cnnpra hjim KeroHa m 
BbiAe/ifiioT neneaoVi npoAyia. 

□poBeAeHHbie nccjieAOBaHUfi noKaaann, hto 
npeAnoKeHHbiPi cncco6 oGecneMnaaeT 
nojiyneHne npoAyicra b bhas cBeTJio->KenToro 
nopoajKB, o6jiaAaK)iAero neKapcTBeHHbiMM 

OBOCiCTBaMM, nOflTBepWAeHHbIMM 

<t>apMaKOJiorMHecKMM rooyflapcTBeHHbiM 
KoMHTeroM P0. 
ripuwep 1 . 

ripuMsp ooymecTsneHna cnoooSa. 

50 - 60 r 3-HMTpoct)TaneBora anrnApnAa 
(CsHsNOe) CMeujMBaiOT co 120 - 200 Mn 
yKcyoHoR KMonoTbi (CH3COOH), HarpeBaiOT npn 
nepeMeiiiMBaHHH ao TewnepaTypbi 90 - 100°C m 
nocreneHHO (no KannuM) floSaBJiHioT 15 - 20 mji 
TOApasMHrMflpaTa (N2H4 . H2O), noflfl^p>KMBa« 
leMnepaiypy peaK^^lOHHot1 cuecH e npeAenax 



105 - 120°C. rio OKOHHaHkiM ppaiApoBm 
mApaaMHrMApaia peaKi^MOHHyio uaccy AOBOAnr 
AO KkineHun ki BbiAepwMBaior He MOHee 20 - 45 
MMH, a saTeM Bbiorpo oxnaJwaiOT ao 70 - 85''C. 

BbinaBLUMe b ocaAOK Kpi^crajixibi nopoiuKa 
5-HMTpo-2,3-flMrMApo4)Ta/ia3MH-1,4-AMOHa 
(C 8H5N3O4) OTct)n;ibTpoBbiBaioT, npoMbiBaior 
yKcycHoii KucnoTOM c AUCTmiJinpoBaHHOM BOAoii. 
Ha 0iiJibTpa AononHMTejibHO BbiASJiflioT 5 - 10 r 
npoAyiaa, c^MMap\iM BbixoA Koroporo 
cocraanneT 80 - 85% b nepecHere Ha Maccy 
BsnToro 3-HiiTpoct}TaneBoro a»rv\p,pvipjEL. 

40 - 50 r 

5-HHTp0-2,3-AHrMAP0CpTaJia3MH-1,4-AM0Ha M 10 - 

15 r ruApoKcuAa Kanun (KOH) nepeweujuBaioT 
AO nojiHora pacTBopenun b 500 - 700 Mn 
AnoTunjinpoBaHHoi^ BOAbi. PacTBop HarpeBaiOT 
AO 60 - 75°C, a aaTBM Ro6aBna\m 12 - 15 mji 
rMApasnHrnflpaTa (N2H4 . H2O) m 2 - 5 r 
KaranMaaiopa Ni-PsHej). 3to BbiabisaeT BypHyio 
peaKL^Mio c caMopaaorpesoM m BbiAexieHMeu 
aaora (N2) ki BOAopoA3 (H2}. 

npM ppcrmeHm reMnepaiypbi 85 - 95°C 
peaKUMOHHyio uacx^ oxna^AaioT, flpQaanaa 
AMCTMjiJiMpoBaHHyio BOAy. Hepea 20 - 40 mmh b 
paoTBop nocreneHHO bhooat eine 2 - 5 r 
Karajikiaaropa, ne AonycKan HpeauepHo Sypnoro 
xoAa peaKL^MM. KorAa cauopaaorpee 
npeKpaiMTOfl, bhooat eine 5 - 10 r 
KaTanMsaropa. 

nocne aaBepmeHMfi peaKum pacTBop 
AeKaHTMpyioT c ocaAKa Kara/iMaaTopa, 
cjiiinbrpyioT v\ BbiAennioT b ocaAPK 
5-aMMHo-2,3-AMrMAPoct>Taiia3MH-1,4-AiioH 
(C 8H7N3O2) noAKMcneHMSM peaiquoHHoW 

MaCCbl BOAHbIM paCTBOpOM COJinHOH KMCnOTbl 

(HCI), JIM60 CMecbK) connnoH m yKcycHofl 

KMCnOT. 

OcaAOK OTC|}MnbTpOBblBaiOT, npOMblBaiOT 

AMCTMnjiMpoBaHHOM BOAOM VI cyiuaT. 

BbixoA npoAYKra 82 - 84% b nepeoMere na 
iwacoy Banroro 
5-HMTpo-2,3-AMrMApo4}Tana3MH-1,4-AMOHa. 

i/i craAMM. 
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5-aMMHO-2,3-AMrMAPo(|)Tana3MH-1.4-AiiOHa 
pacTBopnioT B BOAHOM pacTBope eAKoro Harpa 
(NaOH) (10 - 15 r NaOH na 300 - 500 mji H2O) 
npn TeMneparype pacTsopa 20 - 80°C. SareM 
pacTBop <|)n.nbTpyK)T m AoSasnnKiT b nera 1 500 - 
2000 MJI Huamero cnnpra (ROH), nanpuMep 
naonponnjiOBoro cnnpra (nao- C3H7OH) m 
BbiAep>KMBaioT npn reMneparype 20 - 25°C b 
TeneHne 2 - 3 MacoB, BbiAennn iiereBoK npoAyicr 
(C8H6N3Na02). 

3Aecb Mo>KHo ncnojibaoBaib raioKe APyrne 
HuaiiJMe cnnpTbi (R = CH3, C2H5. C3H7) miA 
KeroH ^ 



BbixoA i^eJieBoro npoAyKia 85 - 90% e 
nepeoHere na Maccy BsaTorc 
5-aMMHo-2,3-AMrMAP0(}>Tajia3MHa-1,4-AMOHa. 

BbixoAHoP^ npoAyKT 
C 8H6N3Na02 (HarpneBan conb 
5-aMMHO-2,3-AMrMflpo4)Tajia3MHa-1,4-AMOHa) 
6ejibii^ HJ1H cnerea >KejiTOBaToro i^Bera 
KpnorajiJiMHecKnR nopotuoK. 

flnfl nojiyMSHHoro JieKapciBeHHoro 
npenapara xapaicrepHbi m kiH4)opMarMBHbi 
cneicrpbi b oSjiacTH or 220 ao 400 mm, 
nonyneHNbie a KOHuenrpai^MM 20 MKr/MJi b 
paanMMHbix pacrBopMrennx: soAe, 0,01 M 
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pacTBope xnopMCTO-BOAopoAHoii KucnoTbi, a 
cnnpre 95% n b 0,1 M pacTBope Haipun 

rMApOKCMfla. 

(DopMyjia M3o6peTeHMn: 

1. Cnocx56 nonyMeHMfl jienapcTBeHHoro 
npenapara »srpv\eBo9t com 

5-aMMHO-2,3-flMrwAPo4)Tajia3MH-1,4-flMOHa, 
BvnKMamwiA^ BoccraHOBneHkie npoflyiaa 
mppasmntppsTotA b npkicyrcTBMM cKejieTHoro 
HMKejieBoro KaTajinsarapa, OTJinMaKDinMRofi reiM, 
MTO BHanajie B^a^1M0fle^^cTB^1eM 

3-HiiTpoct)TaneBoro aHmflpkiAa c 



TOflpasMHTOflpaTOM B yKcycHofl KMcnoie npn 
TeMneparype 90 - ^20°C nonyMaioT 
5-HMTpo-2,3-AMmApo4>Tajia3MH-1 ,4-amoh, nocne 
BoccraHOBneHMSi KOToporo rviApasMHrMApaTOM b 
BPAHO-menoMHoa opeAS B npnoyroTBUM 
CKeneTHoro HUKsneBora icaTajiM3aTopa 
BbiAennioT 

5-aMMHO-2,3-AMr»iApo4)Tana3iiH-1,4-AMOH, 
KOTopbiC^ aareM npM TeMneparype 20 - 80°C 
o6pa6aTbiBaioT ruApooKCHAOM Harpufi c 
10 AoSaaneHneM HUSLuero cnnpra nnn KeroHa m 
BbiAeJiJiioT LiejieBoi^ npoflyia. 



IS 



OH 



